signals associated with chemokine-dependent migration of DCs remain unidentified.
The transient receptor potential melastatin-2 (TRPM2) is a calcium-permeable nonselective cation channel (10, 11) containing a Nudix-like region that binds and hydrolyzes ADP-ribose (ADPR) to ribose 5-phosphate and adenosine monophosphate (AMP) (10). ADPR binding to the Nudix-like domain induces cation currents across the plasma membrane, allowing Na ϩ and Ca 2ϩ influx (10, 11). TRPM2 gating by ADPR is facilitated further by the presence of nicotinic acid adenine dinucleotide phosphate (NAADP), cyclic ADPR (cADPR), hydrogen peroxide (H 2 O 2 ), and Ca 2ϩ (12-16), whereas channel activity is regulated negatively by AMP and permeating protons (pH; refs. 10, 17, 18) . In addition to its role as a cation channel in the plasma membrane, TRPM2 functions as a lysosomal calcium-release channel in the rat pancreatic cell line .
TRPM2 is expressed in the plasma membrane of human and mouse polymorphonuclear neutrophils (PMNs), monocytes (19 -22) , and Jurkat T cells (23). A recent study indicates that TRPM2 represents a key inflammatory mediator in cells of myeloid origin and that TRPM2-deficient mice are more resistant to induced experimental colitis due to defective chemokine production by monocytes and reduction of PMN infil-
